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L6 ANSWER 1 OF 4 CAPLUS COPYRIGHT 2004 ACS on STN 
AN 2000:316965 CAPLUS 
DN 132:334446 

TI Preparation of amide group -containing indoles and mono- or diazaindoles as 

cyclooxygenase-2 inhibitors and ant i- inflammatory agents 
IN Matsuoka, Koji; Takahashi, Tadakatsu; Maruyama, Tensho; Ishizawa, 

Takenobu; Kato, Yasuharu 
PA Chugai Pharmaceutical Co., Ltd., Japan 
SO Jpn. Kokai Tokkyo Koho, 2 9 pp. 
CODEN: JKXXAF 

Stent — 
Japanese ) 
fAntcnt— -1— *S 

PATENT NO. KIND DATE APPLICATION NO. DATE 



PI JP 2000136182 A2 20000516 JP 1998-310209 19981030 

PRAI JP 1998-310209 19981030 
OS MARPAT 132:334446 
GI 



R1-S02 ^Al 



R 



CH 2 R 2 I 



AB The compds. I [Al, A2 = CH, N; R = C:QNYZ, C02R3 ; Rl = alkyl , amino; R2 = 
(un) substituted aryl, (un) substituted cycloalkyl, (un) substituted 
heterocyclyl; Q = 0, S, N:CN; Y, Z = H, (un) substituted alkyl, 
(un) substituted alkoxy, (un) substituted cycloalkyl, (un) substituted aryl, 
(un) substituted heterocyclyl; YNZ may form (un) substituted ring (having 
addnl . 0, N, and/or S)], their pharmacol . acceptable salts, or their 
hydrates are prepared Me 1-benzenesulf onyl- 5 -methyl thio-lH-pyrrolo [2 , 3- 
b] pyridine-2-carboxylate was oxidized, treated with 4 - f luorobenzyl 
bromide, and amidated with NMeH2 to give I (Al = CH, A2 = N; R = CONHMe, 
Rl = Me, R2 4-FC6H4), which inhibited human cyclooxygenase-1 and 2 with 
IC50 of >2 0 and 0.4 ^iM, resp. 

IT 268212-01-7P 268212-02-8P 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study) ; PREP (Preparation) ; USES (Uses) 

(preparation of indoles as cyclooxygenase-2 inhibitors and ant i- inflammatory 
agents) 

RN 268212-01-7 CAPLUS 

CN Pyrrolidine, 1- [ [1- [ (4-f luorophenyl) methyl] -5- ( methyl sulf onyl ) -lH-indol-2- 
yl] carbonyl] - (9CI) (CA INDEX NAME) 




RN 268212-02-8 CAPLUS 

CN Morpholine, 4- [ [1- [ (4-f luorophenyl) methyl] -5- (methyl sulf onyl) -lH-indol-2- 
yl] carbonyl] - (9CI) (CA INDEX NAME) 
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O 




IT 268212-27-7P 268212-28-8P 268212-30-2P 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation of indoles as cyclooxygenase-2 inhibitors and anti- inflammatory 
agents) 
RN 268212-27-7 CAPLUS 

CN Pyrrolidine, 1- [ [5- (methylthio) -1- (phenylsulf onyl) -lH-indol-2-yl] carbonyl] - 
(9CI) (CA INDEX NAME) 




RN 268212-28-8 CAPLUS 

CN Pyrrolidine, 1- [ [5- (methylsulf onyl) -1- (phenylsulf onyl) -lH-indol-2- 
yl] carbonyl] - (9CI) (CA INDEX NAME) 



O 
II 



O S- Ph 




O 



RN 268212-30-2 CAPLUS 

CN Thiomorpholine, 4- [ [5- (methylthio) -1- (phenylsulf onyl) -lH-indol-2- 
yl] carbonyl] - (9CI) (CA INDEX NAME) 




L6 ANSWER 2 OF 4 CAPLUS COPYRIGHT ■ 2004 ACS on STN 
AN 1999:764033 CAPLUS 
DN 132:12319 

TI Preparation of heterocyclic indole derivatives and mono- or diazaindole 

derivatives as cyclooxygenase-2 (COX-2) inhibitors 
IN Matsuoka, Hiroharu; Kato, Nobuaki; Takahashi, Tadakatsu; Maruyama, 

Noriaki; Ishizawa, Takenori; Suzuki, Yukio 
PA Chugai Seiyaku Kabushiki Kaisha, Japan 
SO PCT Int. Appl., 106 pp. 

CODEN: PIXXD2 
DT Patent 



10674488 



LA 



Japanese 



FAN.CNT 1 

PATENT NO. 




KIND 


DATE 




APPLICATION NO. 


DATE 






PI WO 






Al 


19991202 




WO 1999-JP2718 


19990525 
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IN, IS, 


JP, KR, 


LC, 


LK, LR, LT, LV, MG, 
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SL, 


TR, TT, UA, US, UZ, 


VN, YU, 
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AM, 




AZ, 


BY, 
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MD, RU, 


TJ, 


TM 










RW: GH, 
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MW, SD, 


SL, 
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CH, CY, 
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DK, 
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AU 
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Al 
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Al 


20010328 
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R: AT, 


BE, 
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NL, SE, 
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PT, 
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FI 
















US 


6673797 




Bl 


20040106 




US 2000-701188 


20001127 






US 


2004067964 


Al 


20040408 




US 2003-674488 


20031001 






PRAI JP 


1998-143957 


A 


19980526 












JP 


1998-323553 


A 


19981113 












WO 


1999-JP2718 


W 


19990525 












US 


2000-701188 


A3 


20001127 













OS 
GI 



MARPAT 132:12319 



R202S 



Al 



A2 



N 
I 

.A3 



(CH 2 )i 



-Het 




AB Indole derivs . and mono- or diazaindole derivs . represented by general 

formula (I; wherein Het represents an optionally substituted heterocycle; 
Al and A2 independently represent each CH or N; A3 represents CH2, CO, or 
S02; Rl represents 4-f luorophenyl, 5 -methyl -4H-1 , 2 , 4^triazol-3-yl, 
5-methylpyridin-2-yl, 4 -methylpiperazin-l-yl , cyclohexyl, pyridin-2 -yl , 
3 , 4-dichlorophenyl, 2 , 4 -dif luorophenyl, or Q; wherein A4 = O, S, or NH; R2 
represents linear or branched CI -3 alkyl; and n is 0, 1 or 2, provided 
that when Al and A2 are both CH, then A3 is CH2 or S02) , pharmaceutical^ 
acceptable acid-addition salts or base-addition salts thereof or hydrates of the 
same, which have a COX- 2 inhibitory activity and are useful as drugs such 
as anti- inflammatory agents, are prepared Thus, 2- (2-furyl) -5- 
(methanesulfonyl) -lH-pyrrolo [2, 3-b] pyridine (preparation given) was stirred 
with NaH in DMF at 0° for 3 0 min and then stirred with 

4-f luorobenzyl bromide for 1 h to give the title compound (II) . II showed 
IC50 of 0.15 and >20 uM against COX-2 and COX-1, resp. 
IT 251548-34-2P 251548-35-3P 251548-36-4P 
251548-37-5P 251548-38-6P 251548-39-7P 
251548-40-0P 251548-41-1P 251548-42-2P 
251548-43-3P 251548-44-4P 251548-45-5P 
251548-46-6P 251548-47-7P 251548-48-8P 
251548-49-9P 251548-50-2P 251548-51-3P 
251548-52-4P 251548-53-5P 251548-54-6P 
251548-55-7P 251548-57-9P 251548-58-0P 
251548-59-1P 251548-60-4P 251548-61-5P 
251548-62-6P 251548-63-7P 251548-64-8P 
251548-65-9P 251548-66-0P 251548-67-1P 
251548-68-2P 251548-69-3P 251548-70-6P 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study) ; PREP (Preparation) ; USES (Uses) 

(preparation of heterocyclic indole derivs. and mono- or diazaindole derivs. 
as cyclooxygenase-2 (COX-2) inhibitors and anti -inflammatory agents) 
RN 251548-34-2 CAPLUS 

CN lH-Pyrrolo [2, 3-b] pyridine, 1- [ (4-f luorophenyl) methyl] -2- (2-furanyl) -5- 
(methylsulfonyl) - (9CI) (CA INDEX NAME) 
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RN 251548-35-3 CAPLUS 

CN lH-Pyrrolo [2, 3 -b] pyridine, 1- [ (4-f luorophenyl) methyl] -5- (methylsulf onyl) -2 
(2-thiazolyl) - (9CI) (CA INDEX NAME) 




RN 251548-.36-4 CAPLUS 

CN lH-Pyrrolo [2, 3 -b] pyridine, 1- [ (4 -f luorophenyl) methyl] -5- (methylsulf onyl) -2 
(2-Oxazolyl) - (9CI) (CA INDEX NAME) 




RN 251548-37-5 CAPLUS 

CN lH-Pyrrolo [2 , 3 -b] pyridine, 1- [ (4-f luorophenyl) methyl] -5- (methylsulf onyl) -2 
(l,3,4-oxadiazol-2-yl) - (9CI) (CA INDEX NAME) 




RN 251548-38-6 CAPLUS 

CN lH-Pyrrolo [2 , 3 -b] pyridine, 1- [ (4-f luorophenyl) methyl] -5- (methylsulf onyl) -2 
(2-pyridinyl) - (9CI) (CA INDEX NAME) 





RN 251548-39-7 CAPLUS 

CN lH-Pyrrolo [2, 3 -b] pyridine, 1- [ (4 - f luorophenyl ) methyl] -5- (methylsulf onyl) -2 



10674488 

(2-pyrimidinyl) - (9CI) (CA INDEX NAME) 




RN 251548-40-0 CAPUTS 

CN IH-Pyrrolo [2, 3 -b] pyridine, 1- (cyclohexylmethyl) -5- (methylsulf onyl) -2- (2- 
pyrimidinyl) - (9CI) {CA INDEX NAME) 




RN 251548-41-1 CAPLUS 

CN 1H- Indole, 1- [ {4 -fluorophenyl) methyl] -2- ( 2 - furanyl ) -5- (methylsulf onyl) - 
(9CI) (CA INDEX NAME) 




RN 251548-42-2 CAPLUS 

CN lH-Indole, 1- (cyclohexylmethyl) -2- (2 -furanyl) -5- (methylsulf onyl) - (9CI) 
(CA INDEX NAME) 



ff 0° 




RN 251548-43-3 CAPLUS 

CN IH-Pyrrolo [2 , 3 -b] pyridine, 2- (2 -furanyl) -5- (methylsulf onyl) -1- (2- 
pyridinylmethyl) - (9CI) (CA INDEX NAME) 




O 
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RN 251548-44-4 CAPLUS 

CN lH-Pyrrolo [2 , 3 -b] pyridine, 1- [ (4 -f luorophenyl) methyl] -2- ( 5 -methyl -2- 
furanyl) -5- ( methyl sul'fonyl) - (9CI) (CA INDEX NAME) 



Me 




RN 251548-45-5 CAPLUS 

CN lH-Pyrrolo [2, 3 -b] pyridine, 1- {cyclohexylmethyl ) -2 - (2-furanyl) -5- 
(methylsulfonyl) - (9CI) {CA INDEX NAME) 




RN 251548-46-6 CAPLUS 

CN lH-Indole, 1- [ (4 - f luorophenyl) methyl] -5- (methyl sulfonyl) -2- (tetrahydro-2- 
furanyl)- (9CI) (CA INDEX NAME) 




RN 251548-47-7 CAPLUS 

CN lH-Indole, 2- (3 , 6-dihydro-2H-pyran-4-yl) -1- [ (4 -f luorophenyl) methyl] -5- 
(methylsulfonyl) - (9CI) (CA INDEX NAME) 




RN 251548-48-8 CAPLUS 

CN 3-Pyridinecarboxylic acid, 6- [1- [ (4 -f luorophenyl) methyl] -5 - 

(methylsulfonyl) -lH-indol-2-ylj -, methyl ester (9CI) (CA INDEX NAME) 



10674488 



O 

II 




RN 251548-49-9 CAPLUS 

CN 3-Pyridinecarboxylic acid, 6- [1- [ (4-f luorophenyl) methyl] -5- 
(methylsulfonyl) -lH-indol-2-yl] - (9CI) (CA INDEX NAME) 




RN 251548-50-2 CAPLUS 

CN 3-Pyridinecarboxamide, 6- [1- [ (4 -f luorophenyl) methyl] -5- (methyl sulfonyl) -1H- 
indol-2-yl] -N-methyl- (9CI) (CA INDEX NAME) 




RN 251548-51-3 CAPLUS 

CN 1H- Indole, 1- [ (4-f luorophenyl) methyl] -5- (methyl sulfonyl) -2- (3- 
pyridinylmethyl) - (9CI) (CA INDEX NAME) 




R CH 2 
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RN ' 251548-52-4 CAPLUS 

CN 1H- Indole, 1- [ (4 - f luorophenyl) methyl] -5- {methyl sulfonyl) -2- (3-pyridinyl) - 
(9CI) (CA INDEX NAME) 




RN 251548-53-5 CAPLUS 

CN lH-Indole, 1- [ (4-f luorophenyl) methyl] -5- (methyl sulfonyl) -2- (l-oxido-3- 
pyridinyl)- (9CI) (CA INDEX NAME) 



O 

II 




RN 251548-54-6 CAPLUS 
CN lH-Indole, 1- [ (4-f luorophenyl) sulfonyl] -5- (methylsulf onyl) -2- (2-thiazolyl) - 
(9CI) (CA INDEX NAME) 




O 



RN 251548-55-7 CAPLUS 

CN 1H- Indole, 1- [ (4-f luorophenyl) methyl] -5- (methylsulf onyl) -2- ( 5 -methyl -1H- 
1, 2,4-triazol-3-yl) - (9CI) (CA INDEX NAME) 



Me 




RN 251548-57-9 CAPLUS 

CN lH-Indole, 1- [ (4 - f luorophenyl) methyl] -2- (3-methyl-l, 2, 4-oxadiazol-5-yl) -5- 
( methyl sulfonyl) - (9CI) (CA INDEX NAME) 



10674488 




RN 251548-58-0 CAPLUS 

CN 1H- Indole, 1- [ (4 -fluorophenyl) methyl] -2- (5 -methyl -1 , 2 , 4-oxadiazol-3-yl) -5- 
(methylsulfonyl) - (9CI) (CA INDEX NAME) 




RN 251548-59-1 CAPLUS 

CN IH-Indole, 1- [ (4 -fluorophenyl) methyl] -5- (methylsulf onyl) -2- (tetrahydro-2H- 
pyran-4-yl)- (9CI) (CA INDEX NAME) 




RN 251548-60-4 CAPLUS 

CN 1H- Indole, 1- [ (4 -fluorophenyl) methyl] -5- {methylsulf onyl) -2- (l-oxido-2- 
pyridinyl)- (9CI) {CA INDEX NAME) 




RN 251548-61-5 CAPLUS 

CN 1H- Indole, 1- [ (4 -fluorophenyl) methyl] -5- {methylsulf onyl) -2- (2- 
thiazolylmethyl) - (9CI) {CA INDEX NAME) 
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RN 251548-62-6 CAPLUS 

CN 3-Pyridinecarboxamide, 6- [1- [ (4-f luorophenyl) methyl] -5- (methyl sulfonyl) 
pyrrolo[2,3-b]pyridin-2-yl] -N-methyl-^ (9CI) (CA INDEX NAME) 



1H- 





RN 251548-63-7 CAPLUS 

CN 2-Furancarboxylic acid, 5- [1- [ (4-f luorophenyl) methyl] -5- (methyl sulfonyl) - 
lH-indol-2-yl] - (9CI) (CA INDEX NAME) 




RN 251548-64-8 CAPLUS 

CN 2-Furancarboxylic acid, 5- [ [1- [ (4-f luorophenyl) methyl] -5- (methylsulf onyl) - 
lH-indol-2-ylJmethyl] - (9CI) (CA INDEX NAME) 




RN 251548-65-9 CAPLUS 

CN 1H- Indole, 1- [ (4 -f luorophenyl) methyl] -5- (methylsulf onyl) -2- (4-pyridinyl) - 
(9CI) (CA INDEX NAME) 
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RN 251548-66-0 CAPLUS 

CN lH-Indole, 1- [ (4 -fluorophenyl) methyl] -5- (methyl sulfonyl) -2- (l-oxido-4- 
pyridinyl)- (9CI) (CA INDEX NAME) 




RN 251548-67-1 CAPLUS 

CN 5H-Pyrrolo [2 , 3-b] pyrazine, 5- [ (4- fluorophenyl) methyl] -2- (methyl sulfonyl) 
(2-thiazolyl) - (9CI) (CA INDEX NAME) 




RN 251548-68-2 CAPLUS 

CN 5H-Pyrrolo [2 , 3-b] pyrazine, 5- [ (4- fluorophenyl) methyl] -2- (methyl sulf onyl ) 
(2-oxazolyl) - (9CI) (CA INDEX NAME) 




RN 251548-69-3 CAPLUS 

CN lH-Pyrrolo [2, 3-b] pyridine, 1- [ (4 -fluorophenyl) methyl] -2- (5-fluoro-4- 
pyrimidinyl) -5- (methyl sulf onyl) - (9CI) (CA INDEX NAME) 




RN 251548-70-6 CAPLUS 

CN 5H-Pyrrolo [2, 3-b] pyrazine, 5- [ (2, 4- di fluorophenyl) methyl] -2- 

(methyl sulf onyl) -6- (1, 3 , 4-oxadiazol-2 -yl) - (9CI) (CA INDEX NAME) 



10674488 
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RL: RCT (Reactant) ; SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation of heterocyclic indole derivs . and mono- or diazaindole derivs. 
as cyclooxygenase-2 (COX-2) inhibitors and anti- inflammatory agents) 
RN 251548-71-7 CAPLUS 

CN lH-Pyrrolo [2 , 3 -b] pyridine, 2- (2-furanyl) -5- (methylthio) -1- (phenylsulf onyl) - 
(9CI) (CA INDEX NAME) 




RN 251548-72-8 CAPLUS 

CN lH-Pyrrolo [2, 3 -b] pyridine, 2- (2-furanyl) -5- (methylsulf onyl) -1- 
(phenylsulfonyl) - (9CI) (CA INDEX NAME) 



O 

II 




RN 251548-76-2 CAPLUS 

CN lH-Indole, 5- (methylthio) - 1- (phenylsulf onyl) -2 - (2 -thiazolyl) - (9CI) (CA 
INDEX NAME) 




10674488 



RN 251548-77-3 CAPLUS 

CN 1H- Indole, 5- ( methyl sulfonyl) -1- (phenyl sulfonyl) -2- (2 -thiazolyl) - (9CI) 
(CA INDEX NAME) 




0 



RN 251548-79-5 CAPLUS 

CN lH-Pyrrolo [2, 3 -b] pyridine, 5- (methylthio) -2 - (2 -oxazolyl) -1- 
(phenylsulfonyl) - (9CI) (CA INDEX NAME) 




RN 251548-80-8 CAPLUS 

CN lH-Pyrrolo [2, 3-b] pyridine, 5- (methyl sulfonyl) -2- (2-oxazolyl) -1- 
(phenylsulfonyl) - (9CI) (CA INDEX NAME) 




O 



RN 251548-82-0 CAPLUS 

CN IH-Indole, 5- (methylthio) -2- (1, 3, 4-oxadiazol-2 -yl) -1- (phenyl sulfonyl) - 
(9CI) (CA INDEX NAME) 




RN 251548-83-1 CAPLUS 

CN lH-Indole, 5- (methyl sulfonyl) -2- (1, 3 , 4 -oxadiazol-2-yl) -1- (phenyl sulfonyl) - 
(9CI) (CA INDEX NAME) 



10674488 




II 

O 



RN 251548-85-3 CAPLUS 

CN lH-Pyrrolo [2 , 3-b] pyridine, 5- ( methyl thio) -1- (phenylsulf onyl) -2- (2- 
pyridinyl)- (9CI) {CA INDEX NAME) 




RN 251548-86-4 CAPLUS 

CN lH-Pyrrolo [2, 3-b] pyridine, 5- (methyl sulf onyl) -1- (phenylsulf onyl) -2- (2 
pyridinyl)- (9CI) (CA INDEX NAME) 




O 



RN 251548-88-6 CAPLUS 

CN lH-Pyrrolo [2, 3-b] pyridine, 5- (methylthio) -1- (phenylsulf onyl) -2- (2- 
pyrimidinyl) - (9CI) (CA INDEX NAME) 




RN 251548-89-7 CAPLUS 

CN lH-Pyrrolo [2, 3-b] pyridine, 5- (methylsulf onyl) -1- (phenylsulf onyl) -2- (2 
pyrimidinyl) - (9CI) (CA INDEX NAME) 
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0 



RN 251548-99-9 CAPLUS 

CN lH-Pyrrolo [2 , 3-b] pyridine, 2- (5-methyl-2-furanyl) -5- (methyl thio) -1- 
(phenylsulfonyl) - (9CI) ( CA INDEX NAME ) 




RN 251549-00-5 CAPLUS 

CN lH-Pyrrolo [2 , 3-b] pyridine, 2- (5-methyl-2-furanyl) -5- (methyl sulfonyl) -1- 
(phenylsulfonyl) - (9CI) (CA INDEX NAME) 




0 



RN 251549-02-7 CAPLUS 

CN 1H- Indole, 5- (methyl sulfonyl) -1- (phenyl sulfonyl) -2- ( tetrahydro-2 -furanyl) - 
(9CI) (CA INDEX NAME) 




0 



RN 251549-04-9 CAPLUS 

CN 1H- Indole, 5- (methyl thio) -1- (phenyl sulf onyl ) -2- ( tetrahydro- 4 -hydroxy- 2H- 
pyran-4-yl)- (9CI) (CA INDEX NAME) 
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RN 251549-05-0 CAPLUS 

CN lH-Indole, 2- (3 , 6-dihydro-2H-pyran-4-yl) -5- (methylthio) -1- (phenyl sulfonyl) 
(9CI) (CA INDEX NAME) ' 




RN 251549-06-1 CAPLUS 

CN lH-Indole, 2- (3 , 6-dihydro-2H-pyran-4-yl) -5- (methyl sulfonyl) -1- 
(phenylsulfonyl) - (9CI) (CA INDEX NAME) 




0 



RN 251549-08-3 CAPLUS 

CN 3-Pyridinecarboxylic acid, 6- [5- (methylsulf onyl ) -1- (phenylsulf onyl) -1H- 
indol-2-yl] -, ethyl ester (9CI) (CA INDEX NAME) 




O O 



RN 251549-09-4 CAPLUS 

CN 3-Pyridinecarboxylic acid, 6- [1- [ (4-f luorophenyl ) methyl] -5- 

( methyl sulfonyl) -1H- indol-2 -yl] ethyl ester (9CI) (CA INDEX NAME) 
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CN 1H- Indole- 2 -methanol, 5- (methyl thio) -1- {phenyl sulfonyl) -a-3 - 
pyridinyl- (9CI) (CA INDEX NAME) 




RN 251549-11-8 CAPLUS 

CN Methanone, [1- [ (4 - fluorophenyl) methyl] -5- (methyl sulfonyl) -lH-indol-2 -yl] 
pyridinyl- (9CI) (CA INDEX NAME) 





/>N 



RN 251549-12-9 CAPLUS 

CN 1H- Indole, 5- (methyl sulfonyl) -1- (phenyl sulfonyl) -2- (3 -pyridinyl) - 
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CN 1H- Indole- 2 -methanol , 1- [ (4 -fluorophenyl) methyl] -5- (methyl sulfonyl) - 
a-2-thiazolyl- (9CI) (CA INDEX NAME) 
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RN 251549-21-0 CAPLUS 

CN Methanone, [1- [ (4-f luorophenyl) methyl] -5- (methylsulf onyl ) -lH-indol-2-yl] -2- 
thiazolyl- (9CI) (CA INDEX NAME) 




RN 251549-22-1 CAPLUS 

CN 3-Pyridinecarboxylic acid, 6- [5- (methylthio) -1- { phenyl su If onyl) -lH-indol-2- 
yl]-, ethyl ester (9CI) (CA INDEX NAME) 
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RN 251549-25-4 CAPLUS 

CN 2-Furancarboxylic acid, 5- [1- [ (4-f luorophenyl) methyl] -5- (methylsulf onyl) - 
lH-indol-2-yl] -,- ethyl ester (9CI) (CA INDEX NAME) 




RN 251549-26-5 CAPLUS 

CN 2-Furancarboxylic acid, 5- [hydroxy [5- (methylthio) -1- (phenylsulf onyl) - 1H- 
indol-2-yl] methyl] -, ethyl ester (9CI) (CA INDEX NAME) 
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RN 251549-27-6 CAPLUS 

CN 2-Furancarboxylic acid, 5- [ [5- (methylthio) -1- { phenyl sulfonyl) -lH-indol-2- 
yl] methyl] ethyl ester (9CI) (CA INDEX NAME) 
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CN 2-Furancarboxylic acid, 5- [ [5- {methyl sulfonyl) -1- (phenylsulf onyl) -lH-indol- 
2 -yl] methyl] -, ethyl ester (9CI) (CA INDEX NAME) 



O 

II 




II 

O 



RN 251549-30-1 CAPLUS 

CN 2-Furancarboxylic acid, 5 - [ [1- [ (4 -fluorophenyl) methyl] -5- (methylsulf onyl) - 
lH-indol-2-ylJ methyl] ethyl ester (9CI) (CA INDEX NAME) 




RN 251549-51-6 CAPLUS 

CN 4 (3H) -Pyrimidinone, 5-fluoro-6- [1- [ (4 -fluorophenyl) methyl] -5- 

(methylsulfonyl) -lH-pyrrolo [2 , 3-b] pyridin-2 -yl] -2 , 5-dihydro- (9CI) (CA 
INDEX NAME) 
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RN 251549-52-7 CAPLUS 

CN IH-Pyrrolo [2 , 3-b] pyridine, 2- (6-chloro-5-f luoro-4 -pyrimidinyl) -1- [ (4- 
fluorophenyl ) methyl] -5- (methylsulf onyl ) - (9CI) (CA INDEX NAME) 
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DN 120:94720 

TI Substituted thiopyrano [2 , 3 , 4 -c , d] indoles as potent, selective, and orally 
active inhibitors of 5 -lipoxygenase . Synthesis and biological evaluation 
of L-691,816 

AU Hutchinson, J. H.; Riendeau, D.; Brideau, C; Chan, C; Delorme, D.; 

Denis, D. ; Falgueyret, J. P.; Fortin, R. ; Guay, J.; et al . 
CS Merck Frosst Cent. Theor. Res., Pointe Claire-Dorval , QC, H9R 4P8, Can. 
SO Journal of Medicinal Chemistry (1993), 36(19), 2771-87 

CODEN: JMCMAR; ISSN: 0022-2623 
DT Journal 
LA English 
GI 



Me 




I 



AB Thiopyrano [2, 3,4 -c,d] indoles are a new class of 5 -lipoxygenase (5-LO) 

inhibitors. SAR studies have demonstrated that the thiopyran ring, the 
5-phenylpyridine substituent, and an acidic functional group on a 
four-carbon C-2 side chain are all required for' optimal inhibitor potency. 
In contrast, the indolic nitrogen may be substituted with a variety of 
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IT 



RN 
CN 



lipophilic groups. As a result of the SAR investigation, L-691,816 (I) 
has been identified as a potent inhibitor fo the 5-LO reaction both in 
vitro and in a range of in vivo models. I inhibits 5-HPETE production by both 
rat and human 5-LO and LTB4 synthesis in human PMN leukocytes (IC50s 16 , 
75, and 10 nM, resp.) . The mechanism of inhibition of 5-LO activity by I 
appears to involve the formation of a reversible deadend complex with the 
enzyme and does not involve reduction of the nonheme iron of 5-LO. I is 
highly selective for 5-LO when compared to the inhibition of human FLAP, 
porcine 12-LO, and also ram seminal vesicle cyclooxygenase . In addition, I 
is orally active in a rat pleurisy model (inhibition of LTB4 , ED50 = 1.9 
mg/kg; 8 h pretreatment) as well as in the hyperreactive rat model of 
antigen- induced dyspnea (ED50=0.1 mg/kg; 2-h pretreatment). Excellent 
functional activity was also observed in both the conscious allergic monkey 
and sheep models of asthma. In the latter case, the functional activity 
observed correlated with the inhibition of urinary LTE4 excretion. 
150461-16-8P 

RL: SPN (Synthetic preparation) ; PREP (Preparation) 

(preparation and lipoxygenase inhibiting activity of, structure in relation 
to) 

150461-16-8 CAPLUS 

lH-Thiopyrano [2 , 3 , 4-cd] indole, 1- [ (4 -chlorophenyl) methyl] -2- [2, 2 -dimethyl - 
3- (lH-tetrazol-5-yl) propyl] -4, 5-dihydro-4-methyl-6- [ [ (5-phenyl-2- 
pyridinyl ) methyl] thio] - (9CI) (CA INDEX NAME) 
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Thiopyrano [2 , 3 , 4-c, d] indoles as inhibitors of leukotriene biosynthesis 
Hutchinson, John H. ; Girard, Yves; Fortin, Rejean; MacDonald, Dwight; 
Scheigetz, John; Delorme, Daniel; Therien, Michel; Hamel, Pierre 
Merck Frosst Canada Inc., Can. 
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Over 200 title compds . I [Rl = H, alkyl, cycloalkyl, alkoxy, cyano, N02 , 
CF3, N3, N(R6)2, COR7 , OR6, SR8 , C02R9, halo, etc.; R2 = H, alkyl, OH, 
alkoxy; or R2R2 = bond; R3 = H, alkyl; or R2R3 = O; R4 = H, 

(un) substituted alkyl, cycloalkyl, (phenyl) alkenyl , (un) substituted aryl; 
R5 = (un) substituted alkyl, cycloalkyl, (un) substituted aryl, substituted 
tetrahydropyridyl; R6 = H, alkyl; or NR6R6 = saturated (hetero) cyclic amino 
possibly containing addnl . 0, S, or NR2; R7 = H, alkyl, Ph, p-MeC6H4, CF3 ; R8 
= alkyl, Ph, p-MeC6H4, CF3 ; R9 = H, alkyl, PhCH2 ; Q = C02R9, tetrazolyl, 
OH, CH20H, CHO, CON(R6)2, N(R6)2, NHC0R7 , CONHCN, etc.; W = CH2 , CO, S02 

(when R4 * H) ; X = (CH2)qU, U(CH2)q, CH:CH, CH20CH2 ; Y = CH2C(R10)2, 
CH:CR10, CH:CHCH2, (CH2)3; Z = bond, 0, S, (un) substituted NH or C0NH; U = 
CH2 , O, S; R10 = H, alkyl; m = 0-3; n = 0-3 when Z = bond; n = 1-3 when Z 
= others; p = 0-2; q = 0-3] were prepared and/or claimed. I are inhibitors 
of leukotriene biosynthesis, useful for treatment of a variety of medical 
conditions (no data) . For example, cyclization of Me3CSCH2COCH2CMe2C02Me 
with 4-MeOC6H4N(NH2)CH2C6H4Cl-4.HCl gave Me 3- [1- (4-chlorobenzyl) -3-tert- 
butylthio-5-methoxyindol-2-yl] -2 , 2 -dimethylpropanoate . This underwent 
saponification, O-demethylation of the Me ether, reesterif ication with CH2N2 , 
O-alkylation with allyl bromide, rearrangement/cyclization, further 
O-alkylation, and saponification, to give title compound II . 
147936-34-3P 150461-16-8P 

RL: SPN (Synthetic preparation) ; PREP (Preparation) 

(preparation of, as leukotriene biosynthesis inhibitor) 
147936-34-3 CAPLUS 

lH-Thiopyrano[2,3,4-cd] indole, 1- [ (4 -chlorophenyl) methyl] -2- [2 , 2 -dimethyl - 
3- ( 1H- tetrazol- 5 -yl) propyl] -4 , 5-dihydro-4-methyl-6- [ (5-phenyl-2- 
pyridinyl) thio] - (9CI) (CA INDEX NAME) 
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CN lH-Thiopyrano[2,3,4-cd] indole, 1- [ (4 -chlorophenyl) methyl] -2 - [2 , 2 -dimethyl- 
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3- (lH-tetrazol-5-yl) propyl] -4, 5-dihydro-4-methyl-6- [ [ (5-phenyl-2- 
pyridinyl ) methyl ] thio] - (9CI) {CA INDEX NAME) 
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TI Indolylquinolinone derivative tyrosine kinase inhibitors, preparation 

thereof, and therapeutic use 
IN Arrington, Kenneth L. ; Fraley, Mark E . ; Hartman, George D. 
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PRAI US 2001-339075P P 20011030 
OS MARPAT 138:348759 

AB The invention provides indolylquinolinone compds . which inhibit, regulate, 
and/or modulate tyrosine kinase signal transduction, compns. which contain 
these compds., and methods of using them to treat tyrosine 
kinase -dependent diseases and conditions, such as angiogenesis, cancer, 
tumor growth, atherosclerosis, age-related macular degeneration, diabetic 
retinopathy, inflammatory diseases, and the like in mammals. Preparation of 
selected compds. is described. 
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TI Preparation of cyclic hydroxamic acids as inhibitors of matrix 

metalloproteinases and/or TNF-a converting enzyme for treatment of 
inflammatory disorders 

IN Ott, Gregory; Chen, Xiao-Tao; Duan, Jingwu; Lu, Zhonghui 

PA Bristol-Myers Squibb Company, USA 

SO PCT Int. Appl., 344 pp. 
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AB Title compds. I [wherein ring B = (un) substituted 4-7 membered 

(hetero) cyclic ring containing 0-2 O, N, NR1, or SOp atoms and 0-3 carbonyl 
groups; Rl and R2 = independently Q, alk (en/yn) ylene-Q, or (un) substituted 
alkylene-Q interrupted by 0, NRa, CO, C02 , CONRa , NRaCO, NRaC02, NRaCONRa, 
SOp, NRaS02, or S02NRa; or Rl = (un) substituted alkylene-Q interrupted by 
OCO, OC02, or OCONRa; Q = H or (un) substituted (hetero) cyclyl ; R3 = Ql, 
CI, F, alk (en/yn) ylene-Ql, or (un) substituted alkylene-Ql interrupted by 
0, NR1, NRaCO, CONRa, CO, C02, SOp, or S02NRa; Ql = H or (un) substituted 
Ph, naphthyl, or heterocyclyl ; Za = (un) substituted benzimidazolyl , 
indolyl, imidazopyridinyl, pyrazolylpyridinyl, benzof uranyl , 
benzothiazinyl, quinolinyl, etc.; Ra = independently H, alkyl, Ph, or 
benzyl; p = 0-2; or stereoisomers or pharmaceutical ly acceptable salts 
thereof] were prepared as inhibitors of matrix metalloproteinases (MMP) , 
TNF-a converting enzyme (TACE) , aggrecanase, or a combination thereof. 
For example, reaction of benzyl Me maleate with paraformaldehyde and 
glycine gave benzyl Me (cis) -3 , 4 -pyrrol idinedicarboxlyate (100%). 
BOC-protection (64%), debenzylat ion (96%), resolution of the (3S , 4S) -isomer 
with (S) -a-methylbenzylamine, conversion to the carbamate with DPPA 
and PhCH20H (76%), and Pd catalyzed hydrogenation (100%) provided Me 
(3S,4S) -4-amino-l- (tert-butoxycarbonyl) -3 -pyrrolidinecarboxylate . 
Coupling of the amine with 4 - [ (2 -methylthio-lH-benzimidazol-l- 
yl) methyl] benzoic acid (preparation given) afforded the amide (99%) , which was 
treated with NH20H*HCl/MeONa to give the hydroxamic acid (3S,4S)-II 
(33%) . A number of the compds. of the invention inhibited MMP-1, 2, 3, 7, 8, 
9, 10, 12, 13, 14, 15, and/or 16 with Ki values of < 10 nM. 
Thus, I are useful for the treatment of a wide variety of inflammatory 
disorders (no data) . 
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AB The title compds . [I; ring C = 5-6 membered heteroarom. ring containing at 

least one N atom and optionally containing a further 1-2 heteroatoms, selected 

from O, S and N; either any one of G1-G5 = N and the other four = CH, or 

all G1-G5 = CH; Z = O, NH, S, CH2 , or a direct bond; Z is linked to any 

one of G1-G4; n = 0-5; any of the substituents Rl may be attached at any 

free carbon atom of the indole, azaindole or indazole group; m = 0-4; Rb = 

H, alkyl, alkoxyalkyl , etc.; Rl = H, oxo, OH, etc.; R2 = H, OH, halo, 

etc.], useful in the manufacture of a medicament for the production of an 

antiangiogenic and/or vascular permeability reducing effect in 

warm-blooded animals, were prepared and formulated. Thus, reacting 

5 -hydroxy- 2 -methyl indole with 2-chloro-5-trif luoromethylpyridine in the 

presence of NaH in DMF afforded 49% 2- (2-methylindol-5-yloxy) -5- 

trif luoromethylpyridine. The compds. I inhibit the effects of VEGF, a 

property of value in the treatment of a number of disease states including 

cancer and rheumatoid arthritis. * 
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AB The invention relates to compds . of the formula [I; either any one of Gl, 
G2, G3, G4 and G5 is nitrogen and the other four are CH, or Gl, G2, G3, G4 
and G5 are all CH; Z is 0, NH, S, CH2 or a direct bond; Z is linked to any- 
one of Gl, G2, G3 and G4 which is a free carbon atom; n is an integer from 
0 to 5; any of the substituents Rl may be attached at any free carbon atom 
of the indole, azaindole or indazole group, such free carbon atoms may be 
Gl, G2, G3, G4 or G5 or may be at the 3 -position of the indole, azaindole 
or indazole group; m = an integer of 0 to 3; Ra = H; Rb = H, CI -4 alkyl, 
Cl-4 alkoxy-Cl-4 alkyl, amino-Cl-4 alkyl, Cl-3 alkylamino-Cl-4 alkyl, 
di(Cl-3 alkyl) amino- CI -4 alkyl, C2-5 alkenylamino-Cl-4 alkyl, C2-5 
alkynylamino-Cl-4 alkyl, or -Cl-5 alkyl (ring A) (wherein ring A - 
optionally substituted azetidinyl , . pyrrolidinyl , piperidinyl, piperazinyl, 
morpholino, or thiomorpholino) ; Rl = H, oxo, hydroxy, halogeno, Cl-4 
alkyl, Cl-4 alkoxy, Cl-4 alkoxy-Cl-4 alkyl, amino-Cl-4 alkyl, Cl-3 
alkylamino-Cl-4 alkyl, di(Cl-3 alkyl) amino -CI -4 alkyl, -Cl-5alkyl- (ring B) 
(wherein ring B = azetidinyl, pyrrolidinyl, piperidinyl, piperazinyl, 
N-methylpiperazinyl, N-ethylpiperazinyl , morpholino, or thiomorpholino) ; 
R2 = H, OH, halogeno, cyano, N02, CF3 , Cl-3 alkyl, Cl-3 alkoxy, Cl-3 
aikylsulfanyl, NR3R4 (wherein R3, R4 = H or Cl-3alkyl) , etc.] and salts 
thereof, processes for the preparation of such compds. Also disclosed are 
pharmaceutical compns . containing a compound of formula I or a pharmaceutical ly 
acceptable salt thereof as active ingredient and the use of a compound of 
formula I in the manufacture of medicament for the production of an ant i angiogenic 
and/or vascular permeability reducing effect in warm-blooded animals. The 
compds. of formula I and the pharmaceutical ly acceptable salts thereof 
inhibit the effects of vascular endothelial growth factor (VEGF) , a 
property of value in the treatment of .-a number of disease states including 
cancer and rheumatoid arthritis (no data) . Thus, a suspension of 
4-chloro-6-methoxy-7- [3- (pyrrolidin-l-yl) propoxy] cinnoline 60, 

4 - fluoro- 5 -hydroxy- 2 -methyl indole 46, and cesium carbonate 121 mg in DMA 
(2 mL) was heated at 100° for 2 h to give 4- (4 -fluoro -2 -methyl indol- 

5- yloxy) -6-methoxy- 7- [3- (pyrrolidin-l-yl) propoxy] cinnoline (32 mg, 38%). 
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AB Title compds. [I; Q =9-10 membered bicyclic heteroaryl containing £1 N 

atom in the ring attached to Z and optionally containing a further 1-3 0, S, 
N, with the proviso that Q is not a quinazoline, quinoline or cinnoline 
ring; either any 1 of G1-G5 = N and the other 4 = CH, or G1-G5 all = CH; . Z 
= O, NH, S; m = 0-2; n = 0-5; R3 = H, alkyl, alkoxyalkyl, aminoalkyl, 
alkenylaminoalkyl , etc.; Rl = H, OH, halo, alkyl, alkoxy, aminoalkyl, 
etc.; R2 = H , OH , halo, cyano, N02, CF3 , alkyl, alkoxy, alkylsulf anyl , 
NR3R4, etc.; R3 , R4 = H, alkyl], were prepared as angiogenesis inhibitors 
and for reducing vascular permeability (no data) . Thus, 

l-chloro-4- {4-pyridylmethyl)phthalazine, 4 -f luoro-5 -hydroxy indole (preparation 
given), and Cs2C03 in DMF were heated at 95° for 2 h to give 22% 
1- (4-f luoroindol-5-yloxy) -4- (4-pyridylmethyl) phthalazine . 
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AB The invention relates to I (e.g. 6-cyano-7- [3- (1, 1- 

dioxothiomorpholino) propoxy] -4- ( indol- 5 -ylamino) quinoline hydrochloride 
(1)) wherein: either any one of Gl, G2, G3, G4 and G5 is N and the other 
four are -CH-, or Gl, G2, G3 , G4 and G5 are all -CH-; Z is -0-, -NH-, -S-, 
-CH2- or a direct bond; Z is linked to any one of Gl, G2 , G3 and G4 ; n is 
an integer from 0 to 5; m is an integer from 0 to 3; Ra represents H or 
fluoro; Rb, Rl and R2 are defined herein and salt thereof, process for the 
preparation of such compds., pharmaceutical compns . containing I or a 
pharmaceutical ly acceptable salt thereof as active ingredient and the use 
of I in the manufacture of a medicament for the production of an antiangiogenic 
and/or vascular permeability reducing effect in warm-blooded animals. I 
and the pharmaceutically acceptable salts thereof inhibit the effects of 
VEGF, a property of value in the treatment of a number of diseases states 
including cancer and rheumatoid arthritis. Thirty-five example prepns . 
are included. For example, a solution of 4-chloro-6-cyano-7- [3- (1, 1- 
dioxothiomorpholino) propoxy] quinoline (0.21 mmol) and 5-aminoindole (0.25 
mmol) in 2-pentanol (2.5 mL) containing 6.2 N HC1 in isopropanol (40ul) was 
heated at 120 °C for 3 h; after cooling, the solid was collected by 
filtration, washed with isopropanol followed by ether and dried under 
vacuum to give 1 (90 % ). Pharmacol, test procedures are described but 
test results for the claimed compds. are not given. 
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AB Title compds . I [wherein Rl = (un) substituted indolyl or an aza derivative 
thereof; R2 = (un) substituted (hetero) aryl , quinolyl, heterocycloalkyl ; 
R12, R13 = alkyl, hydroxyl, alkoxy, etc., or R13 = O; m = independently 
0-3; n = 1-3; p - 1-3; q = 1-5; X = a bond or alkylene; Y = CO, CS, COCH2, 
etc.; Z = a bond, alkylene, alkenylene, CO, etc.; Ml = CH or N; M2 = CR3 
or N; and salts or solvates thereof] were prepared as histamine H3 
antagonists in treatment of H3 receptor related diseases. For example, 
reaction of II with 3- (4-piperidinyl) -2- (2-pyridinyl) indole, 
followed by deprotection and substitution with 2-chloromethylpyridine gave 
III, which showed 1.50 nM binding constant with histamine H3 . Thus, I and 
their pharmaceutical compds., as well as in combination with HI receptor 
antagonists, are useful as histamine H3 antagonists for the treatment of 
inflammatory diseases, allergic conditions and central nervous 
system disorders (no data) . 
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AB Indolyldeazapurines, such as I [Rl = H, NH2 , alkylamino, acylamino, etc.; 
R2 - H, amino, alkoxy, alkyl, etc.; R3 = H, CN, halogen, heteroaryl, 
amino, carbamoyl, etc.], were prepared for therapeutic use as inhibitors of 
cell adhesion, mol . expression and inflammatory cytokine signal 

) transduction. These deazapurines are useful in the treatment of 
inflammatory, autoimmune, proliferative, central nervous system 
and cardiovascular diseases, such as rheumatoid arthritis, ulcerative 
colitis, multiple sclerosis, asthma, psoriasis, allograft rejection/graft 
vs. host disease, idiopathic thrombocytopenia, allergic rhinitis, atopic 
dermatitis, systemic lupus, glomerulonephritis, diabetes, ulcerative 
colitis/Crohn' s disease, erythematosus, eczema, urticaria, myasthenia 
gravis, idiopathic thrombocytopenia purpura and cancer. Thus, deazapurine 
II was prepared via a coupling reaction of the corresponding halodeazapurine 
with 2- (tributylstannyl) -1H- indole- 1-carboxylic acid 1 , 1-dimethylethyl 
ester. The prepared deazapurines were assayed for cellular cytokine 
inhibition using human umbilical vein endothelial cells (HUVEC) . 
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AB 2-Aryl indole derivs . I (wherein Rla, Rib, and R2 = a variety of 

substituents; R3 = optionally substituted Ph, biphenyl or naphthyl or 
heteroaryl group; R4 = H, (Cl-6)alkyl, carbonyl (=0) , (CH2)pphenyl or a 
(Cl-2) alkylene bridge across the piperidine ring; R5 and R6 = variety of 
substituents; or R5 and R6 together are linked so as to form an optionally 
substituted 5 -or 6-membered ring; X = O or S, two H atoms, boxHNH or 
boxHN(Cl-6 alkyl) ; Y = straight or branched (Cl-4 ) alkylene, 
(C2-4) alkenylene or (C2 -4 ) alkynylene chain; the dotted line represents an 
optional double bond; m = 0,1,2,3,4; n = 1,2,3,4; and p = 1,2,3,4), or a 
pharmaceutical^ acceptable salt thereof, were prepared, and their use as 
tachykinin receptor antagonists evaluated. Thus, diisopropylethylamine 
and bromoacetonitrile were added to a loaded resin (synthetic preparation 
given) in N-methylpyrrolidinone, to which was added a solution of 
6- (methylsulfonyl) spiro- [2H-l-benzopyran-2 , 4 ■ -piperidin] -4 (3H) -one in THF 
to give 1 1 -{3- [5-chloro-2- (4-chlorophenyl) -lH-indbl-3 -yl] - 1-oxopropyl } -6- 
(methylsulfonyl) spiro (2H- l-benzopyran-2 , 4 ' -piperidin) -4 (3H) -one. The 
compds. are of particular use in the treatment or prevention of 
depression, anxiety, pain, inflammation, migraine, emesis or 
postherpetic neuralgia. Biol, data are given. 
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AB Compds. having the formula I wherein: Het is ArRlR2 ; Ar is 2-, 3- or 4- 
pyridyl; Rl, R2 , R3, and R4 are each hydrogen; R5 is X2R7; R6 and 
R9 are independently alkyl, alkenyl, (CH2) uPh (R10) 2 or (CH2 ) uTh (R10) 2 (Th 
= thienyl group) ; R7 is R6; R8 is R9; R10 is hydrogen or halogen; each Rll 
is independently hydrogen or lower alkyl, or two Rll ' s on same carbon atom 



10674488 



are joined to form a cycloalkyl ring of 3 to 6 carbon atoms; R12 is 
hydrogen, lower alkyl or CH2R21; R21 is Ph substituted with 1 or 2 R22 
groups; R22 is hydrogen, halogen, lower alkyl, lower alkoxy, lower 
alkylthio, lower alkylsulf onyl , lower alkyl carbonyl , CF3 , CN, N02 or N3 ; m 
is 0; n is 1 to 3; p is 0 to 3 when m is 0; u is 0 in R6 and 1 in R9; X2 
is CR11R11 or S; X4 is CH2Y1; Yl is O; Q is C02R12 ; or a pharmaceutical ly 
acceptable salt thereof, are inhibitors of leukotriene biosynthesis (no 
data). These compds . are useful as ant i- asthmatic, anti-allergic, anti- 
inflammatory, and cytoprotective agents. They are also useful in 
treating diarrhea, hypertension, angina, platelet aggregation, cerebral 
spasm, premature labor, spontaneous abortion, dysmenorrhea, and migraine. 
Pharmaceutical formulations were given. Thus, e.g., 3 - [1- (4 -chlorobenzyl) - 
3- (t-butylthio) -5-methoxyindol-2-yl] -2 , 2-dimethylpropanoic acid Me ester - 
was demethylated to 3- [1- (4 -chlorobenzyl) -3- (t-butylthio) - 5 -hydroxy indol-2- 
yl] -2, 2-dimethylpropanoic acid; the latter was converted to its allyl 
ester and reacted with 2-picolyl chloride to afford 3- [1- (4 -chlorobenzyl) - 
3- (t-butylthio) -5- (pyridin-2 -ylmethyoxy) indol-2-yl] -2,2- 

dimethylpropanoic acid allyl ester; saponification of the latter afforded title 
compound 3- [1- (4 -chlorobenzyl) -3- (t-butylthio) -5- (pyridin 
-2 -ylmethyoxy) indol- 2 -yl] -2 , 2-dimethylpropanoic acid. 
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* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB The title compds. I (R1-R4 = H, alkyl, etc.; R5 = aryl, alkyl, etc.; R21, 
R22 = H, alkyl, etc.; A = phenylene, arylene; Q = carboxy, HO, amido, 
etc.; X = alkylene, etc.; Y = bond, O, S, amido, etc.; Z = CO, sulfonyl, 
bond, etc.; m, n, p = 0-3) were disclosed. I are useful as 
antiasthmatics, antiallergic, antiinflammatory, and cytoprotective agents 
(no claims) . They are also useful in treating angina, cerebral spasm, 
glomerular nephritis, hepatitis, endotoxemia, psoriasis, uveitis, and 
allograft rejection and in preventing the formation of atherosclerotic 
plaques (no claims). An example compound, 3- [[ [1- (4 -chlorobenzyl) -4-methyl- 
6- (5-phenyl-2-pyridinyl) -4 , 5-dihydro-lH- thiopyrano-2 , 3 , 4- 
cd] indol-2-yl]methoxy] -2-naphthalenecarbocylic acid (II) was prepared 
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AB Title compds. I (Rl, R2 - H, Cl; R5 - H, alky, alkyl-CO; Ar = furo[3,2-b] 
pyridin-5-yl, thieno [3, 2-b]pyridin-5-yl, 

thieno [3, 2-d] thiazol-2 -yl) or a salt thereof, are prepared These compds. ar 
useful as ant i- asthmatic, anti-allergic, anti -inflammatory, and 
cytoprotective agents. They are also useful in treating angina, cerebral 
spasm, glomerular nephritis, hepatitis, endotoxemia, uveitis, and 
allograft rejection and in preventing the formation of atherosclerotic 
plaques. 2-Iodo-6-methylpyridine-3-ol , Cul, trimethylsilylacetylene and 
(Ph3P)2PdCl2 in Et3N were refluxed for 20 h to give 2 - (trimethylsislyl) -6- 
methylfuro [3 , 2 -b] pyridine which in 4 steps was converted to I 
(Rl = R2 = R5 = H, Ar = f uro [3 , 2 -b] pyridin- 5-yl ) converted to 
the Na salt. Biol, activity was demonstrated. Pharmaceutical formulation 
comprising I are given. 
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AB (Aryl) thiopyrano [4 . 3 . 2-cd] indoles as inhibitors of leukotriene 

biosynthesis. The title compds. I (R1-R4 = H, alkyl, etc.; R5 = aryl, 
alkyl; R21, R22 = substituent; Q = carboxy, formyl, amido, etc.; X = 
alkanediyl, etc.; Y = bond, S, O, etc.; Z = alkanediyl, methylene, CO) are 
inhibitors of the 5 -lipoxygenase enzyme and inhibitors of leukotriene 
biosynthesis. These compds. are useful as antiasthmatic, antiallergic, 
antiinflammatory, and cytoprotective agents. They are also useful in 
treating angina, cerebral spasm, glomerular nephritis, hepatitis, 
endotoxemia, psoriasis, uveitis, and allograft rejection and in preventing 
the formation of atherosclerotic plaques. I are derivs . of 

chuangxinmycin. An example compound, 2- [2- [5- (4 -chlorobenyzyl) -2-methyl-8- 
[ (5-phenyl-2-pyridinyl)methoxy] -3 , 5 -dihydro-2H- thiopyrano [4,3,2- 
cd] indol-4-yl] ethoxy] butanoic acid (II) was prepared 
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AB The title compds . I [G = (un) substituted aromatic 5- or 6-membered ring 

containing 1-3 N atoms or N-oxides; Q = (un) substituted C02H, (un) substituted 
CONH2, lH-tetrazol-5-yl, 2H-tetrazol-5 -yl , etc.; R4,R5 = H, halogen, 
perhalo lower alkenyl, lower alkyl, lower alkenyl, lower alkynyl, CN, N02, 
N3, etc.; R6 = H, Me, CF3 , CHO, etc.; R9 = H, X3R10; RIO = alkyl, alkenyl, 
Ph- substituted alkyl, etc.; X3 - CO, CR122, S02, direct bond; R12 = H, 
lower alkyl; CR12R12 = C3-6 cycloalkyl; X4 = (un) substituted alkenyl, 
etc.; Y = 0, (un) substituted NH, CO, CR122, S, SO, S02 ; m = 0, 1; n = 0, 
3] , useful as antiasthmatics (no data) , antiallergics (no data) , 
antiinflammatory agents (no data) , and cytoprotective agents (no data) , 
are prepared Thus, 3- [N- (p-chlorobenzyl) -3- ( tert-butylthio) -5- [1- ( 
pyridin-2-yl) -ethoxy] indol-2-yl] -2, 2 -dimethylpropanoic acid Na 
salt was prepared from 2-acetylpyridine in 3 steps. 



